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(57) Abstract 

Pyrrolidine compounds represented by general formula (I), optically active isomers thereof or pharmaceutical^ acceptable salts of the 
same: wherein each symbol is as defined in the description; and medicinal compositions containing the compounds of general formula (I), 
optically active isomers thereof or pharmaceutical^ acceptable salts of the same together with pharmaceutical^ acceptable additives. These 
compounds have an antagonism to serotonin 2 receptor, a platelet aggregation inhibitory effect, a peripheral circulation improving effect and 
a lacrimal secretion promoting effect, which makes them useful as drugs for thromboembolism, dry eye, etc. 
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-«5£ (11) ofk^^r =: i iz&^xft^tc x *> 

a&&m&z%)<^x%Lfcmi-zzkx~-mx (12) vit^znz, 

(1 2) <Dit&to\z. s tt<Dmnz®ML%^Gm&&<t&±j&Km^ 

&&{k*M y7?A'T/i'$~VJ> s (bh 3 ) 4 if) feto*., - 

7 8x:^mm<7)mm^xip&&'£zzbx-Bij£ (13) <D\t&®%nz 0 c 
-j&a; (1 3) <D{t^t-m^. (2) <D{k&y>% s £&mnz#^x&'<ti 
(14) <Di£&®t:&z 0 
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■vO 




,NH 




H 



H 



05) 

R 1 "COOH 
(2) 



I, 



idffi L 3, v>> — ^ • ^-7* • * 7=V - ^5^MJ— (J. M 

ed. Chem.lIlOl, 1015l(l 9 6 7£) IS«^£5Cgo^T# 
htiv-W& (l 5) ^t^OT^/S^SS^^&i^v^^fci: 

(16) co{t^ i -fl9s£ ( 5 ) Of 1 ^TiiiS^fcJ; 
5fcT 5^0T/^/Wti£^^TSJ^$-&5wi:?-jJ9:S: (1 7) <D{k£%i$: 

(17) (D^t^t-^ (2) <Dfc&fo& s &f&mi\Z&\,*X&<<1Z 
Q-iSSC (18) tf)fc£4&£#5 0 
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06) O. H * r 

R'-CCOH n (19) ^ 



(2) 



R 2 

. (21) 



(16) O^^^-i^ (10) c^h^£, ^jfc&llcfclvQB^ 

^"Citjc-rsztr*— ^ (20) (Dit&ys&fcz. 

-test (20) oft^i-^s; (2) mt&to^ ^feli:i5^-C^t 
J: 9 ^^8i7 $ ^tf>fg£;fr jfc&ffiv ^Stf^-fr* ^ i: X— teit (21) 

£fi££ 6 



(9, H H 

(23) 
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Z.(Dg-i8.&it—f&zZ (I) {C43VTXdSNH-C = 0, R 2 5-ffc£ 
(2 2) O-ft^SrSit&OiifTSriaf L^v^jK (THF, 

-*^=;nT7 - 1 h-^ ^; y/-// (c d i ) & 

^T-foo-^ (2 3) ofb^^#5o 
-JftSi: (2 3) Ofb^{+ -t^.(2 2) ofl:^*fcra:-«5!t (9) <Oit 



icilLfc^irefeo, — jftS: (9) ofl^tiir-jK (2 4) co^^^SJEto 
-f'J/K fh7tKa77^ (THF), v7f;i/^W;K (DMF), £ 

(25) ■<Dfc&m%nz. 




SO2CI (24) 
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NH 



OHC-S\r (26 ) " o 
R U 

" i 




'Ar 



(14) 



^ (4) <7?^^>-is^: (2 6) <T)\t^m-&, %fc<Dmnzm.mL%^m& 

(THF), TVl^jvl^T 5 K (DMF) N l^tclt^nb<Dl£M<D&&m&te 
if) *K MT-^COSM^g (#s:L< JiOt-MS) T\ 0. 1-2 43£ 

&{k&®-chz-w&: (i4) <Dtt&to%nz, 

2. R 1 ^ ( 5 ) ^ ( 7 ) T^£H3^§-£ 



^5tfe 9 
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(thf, h/^ytof) izmmzit. 1,1* 

^y*-/u (CD I) ^nx., ^T-^ffioSSESS ($f*L<fiot:-^fi) 

J&ZitZZb-?— ©5£ (2 8) (D{t£W%ft2> 0 

-j&xt (2 8) <7>^^tt % o) <&tt£&&w«£i£ffc¥±a?irE^ 

^n5^T^yi/T^-hirLT^#^<7>^, (2 7) <7>{b£4^£j£ 

m-t-zb\z±v> mmvft^m&mzftm-fzzttfvzzo m^^r^u 

#<5„ 

«*aL fLfk^K *k?pj, mmm\Kbi tm&LT&bti 

--rjvvaism, oiydrw^i, m\mu mmm. mmt mmhz^ 
n^m^b') o&nvmnftiitzmmnft\z®£.Tzzbt>i: : zo, bum 
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Qb\i, &T&tos «F*l&£K &toft&!ti % fmftmtthZWt&m&bX*: 

&XZZ 0 

\*>pk< bi>-^<Dmms tzbtuz^am, %m. t^u-xm, -?>-b- 

/K -?>v=rY-)V s T*xb7>, fV^Vi, mZz* T/^^-bm. 
^— K^^r^rtzR^iJ. ^^SL y/UKVjgfc b'<7)&WM, 

Q-h = 7^n-/K ^^^-o^^^kjw, tfugftk &&m, is 
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mmm, mvo(D'&-&-£, B^^^miz^m^n^x^^m^mmzjtc, * 
hbh^^tzo{&<Dm®z%iig.ixfetbhnz> s -^wit&vi, ^(Dyt^mfe 

0 1 ~5 Omg/A/0, ftt L< JiO. 0 1 ~2 0mg/A/Bft4-$Jx 4 £ 
fc&qtf}l£l*flO. Ol-15Omg/A/0,^L<liO. 1 ~ 1 0 0 m g 

(S) -N- ( 1 — < is i? a, a y v>>- 3 -^/w) -i-7^y^*/p 
K (Utetf'J 1 3 (wS5H8c) 10. 5gl:i^-/H00ml Cijgtf L , 
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fami. 5 m i $r^Dx.T i mmmmt l tz a Kitmzms. * v#m L , ± 7 << 

I PE(^yyatVUi-xyU)^P^Ttffi±iL/c^ B B H ^l||xL, (S)-N-(t° 
p !;^>-3-i-/u) -l-7^y;?^;kt^t; K7. 2g^l5„ 
1 8 6 — 1 8 8 °C 

(S) -3-|g3T&^>/l^^^v'^7/U/-K=/UT^ Kt°n ij v^>-3. 0gi:2- 
yn^xf;^>f> 3 . 3 g&DMF 6 Om 1 KigtfU J^S£# y [7 i> 6 . 7 
g«T6 0 : Cf3P»«U: c EJfc&7&. jSK^«ET®i LT# 

(S) - 3 -||l3^^'^/U^dr->^/U^'n./UT 5 K- 1 — (2 -7ii/Hf /',) 

(S) - 3 -35 T-/U7T^r >-77/U1?xwU7- * K- 1 - (2 -7i^/l/xf 
/lO f d y v>> 4 . 4 g &*#T h y 7/U^ngt@$ 10ml (C^? U -B^ffig 

t££T/U77 Vi±t Lfz 3 ? aa^/UAT-2 0ttttlL, 5Siv^->^TML 
fco M£$J±-C^£LT (S) -3-7^-1- (2-7^-/^^/1^) t° 

1 H — NMR (CDC 1 3 ) 6:1. 6 2 - 1. 7 6 ( 1 H, m), 2. 13- 
2. 84 (10H, m), 3. 4 4-3. 5 3 ( 1 H, m), 7. 12-7. 30 
(5H, m) 

WM&j&m 3 

(S) - 3 -%3A&y'^-^yr^r->t>^^-/UT i Kfn y v> 5 . 0 g £ 2 - 
(4-7^a7a = /V) xf/Wp - h^x>7/ktt- F 9. 5g£DMFl 
OOml Kfgft? L , BtftitfJ V <y A l 0 g &7)P;iT 60tf3 nSIHMnj&flit # l fc a 
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^/-,U=4 0 : 1 sEfflft&jgSg U (S) - 3 3 ^^/I^* S/TJ/l^- 
zI'T 5 K~ 1 - (2- (4 - 7-- A,) ai^/u) 0 g £ 

(S) - 3 - |3|i^f /Ut^v/*/^f=/k7 ^ K- 1 - (2- 
n7x = /U) t'nyy>8. 0 g h y 7/l/toftK5 0 m 1 C 

^>^7^T-^L/c 0 ig&£&£JET'®£LT (S) -3-7U-1- (2- (4" 

'H-NMR (CDC 1 3 ) 6:1. 6 2 - 1. 7 6 ( 1 H, m), 2. 15- 

2. 83 (10H, m), 3. 4 5-3. 5 6 ( 1 H, m), 6. 90-7. 04 
(2 11 m), 7. 12-7. 2 3 ( 2 H. m) 

lg(ftf&fifcgi]4 

l-^<^v?/U-3— (p - h/U^i>^/U^-/U^-df t°nJJv?>3. 3 g >- 

r- y > i . 3 g lt 1 6 o--cx-3mmwmwLt- s &fc&T&m&% 
xmk l , m&tims.xmZi l t*# bn^aaE* >>!)*^*7a^d7f ^7 

U 1 0%/-?7^*.k-^350. 5 g «rAnx.T^r£T*lff*Lfe c SJfcilSKifcKv 

v» i *fp^o. 2 4 g%m^x2vmmmwLtz 3 mm^mutx^mi, 

yyt : ny^yo. 6 7 g 
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3-7-VS t^DyyO. 67gt2- {A-7,Viru7^-,v) :xf-,u p 
- Yjv^y*,v*-r- Hi. 2 g £7-ir h= h y/U2 Om 1 fdj^U &n£# V 

= ^7-1- (2- (4-7^tD7x=7U) ifA.) t°nyi;->o. 8 3 g £ 

1 H-NM R (CDC 1 3 ) 5 : 1. 6 2 - 1. 7 6 ( 1 H, m), 2. 24- 
2- 91 (9H, m), 3. 8 0-4. 0 6 (2 H, m). 6. 58 (2H. d, 
J = 6Hz), 6. 70 (1H, t, J = 7Hz), 6. 9 0- 7. 0 4 (2H, 

m), 7. 10-7. 2 2 (4 H, m) 

WM&f&M 5 

3 -T= V / fn y t 2 -y n ?x^>f^| Kf ^ W5 t 

mmiZfcfcZlt, 3-T-V/-1- (2-7x^xf,b) ^ny^^ 

mn&tftm 6 

J%Etefifeffi| 7 

1- (2- (4-7/^D7i^) xf/P) t'nyyV^I^ 

(R) — N — -1-T^>^>77^ 
K5 g&Jjjfft^tfiji iTOw^f+T-SJC&^-li:. (R) - N - (fn V i? 
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(S) — N— (fo T/W - 1 -7^>*io&/U;K*-jJ-5 K3. 

9 g t2-7'n^^7-;\s^.>i£^2. 9 glrDMFl:gj!?L, y 9 A £3)0 

^=3 0 : lii£ttl£&»ff Lfc e fthfiltmmz. I P E £AH;LT#rijrj Lfc&*£ 
JSfljtU (S) — N— (1- (2-7x-/Uxf^) fp y 3 ,v) - \ 

-7?-*>9lsl37\,it*ir* K4. 3 g^fc, i,6ll9-12 1'C 
USSfr] 2 

(S) — N— (t°ny^>-3 — T/u) -l-7y-7y^y^>t.; K4 
8g<!r2- (4 7^n/L^) -f/l'p - ^^xy^/I/^f - h 3 8 g I: 
MI&Ml tm&OtkftX-Rj&Zit* (S) -N- (1- (2- (4-7/^n7 s 

g£#/c 0 1 4~1 l 6°C C ^ib*ifdeg|J£g&6 5 g M^^/ujz^ 

U 20 %Jg®->r yzfu;<; -/ujgjfc 3 5 g £2jnx_, , v £»tffiij Lfc*s H B H £: 
«U 5 7. 4g^fc 0 ^7tiili^^®i±ii^tTt#^tif-^?l',i«^^/i. 
SrADx., tfa&WffiLfcS,&SrafcU 10. 9g£ftfc 0 »S>*ifcgfiW:fcfr 
*Tx^/-/U400mLi*l 5 0 0 m L©il^j!&&»^75tt^£ffl^Tmt 
bbL % (S) — N— (1— (2— (4-7/l'tn7x=/l') — tvU) fc"n y i/l/- 

Sft.£2 0 1 ~2 0 4°C. 'H-NMR (DMSO-d.) 6:1. 5 8-2.0 
5 (16H, m), 2. 0 5- 2. 4 5 (lH,m), 2. 9 0-3. 8 2 (8H, 
m), 4. 2 7-4. 6 0 ( 1 H, m), 7. 10-7. 23 (2H, m), 7. 2 
8-7. 40 (2H, m), 7. 71-7. 91 (lH, m), 10. 99-11. 
18 (0. 4H. m), 11. 18-11. 41 (0. 6 H, m). Anal. C 
alcd. for C 23 H 3! FN,0. HC1. H : 0:C, 65. 0 0 : H, 8. 
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06;N, 6. 59. F o u n d : C, 64. 9 5 ; H, 7. 8 7 ; N, 6. 8 
1. 

ni&M 3 

(S) -N- (t'ny - i -r^-ry ? VUfVif.*^ 5 KO. 

3 8g<ir2- (4 -9 n n 7s=^) ^/u p - h/^y^/U^i-— h 0. 5 7 
gSr^SSMl ifsJ-^^T'SJ^^-fr, (S) — N— (1- (2- (4-^07 
= =/U) oi^viO fny^-3-^;U) -l-T^V^* KO. 
1 3 gSrffc, 5°C 

HiSM 4 

(S) -N- (t°ny v>V-3 — f/U) -l-7^y^y^t; KO. 
3 8g£2- (4-^ h*ri/7 ^—/V) =c^/^p - yX/Ufti-— h 0 . 5 

6 g %nwn kmmvzkftvfcfczit, (s) -n- (i- (2- u-* 

KO. 1 1 gZmtZo M&S 1 -8 3°C 
HJfeffl 5 

(S) -N- (t'ny>>>-3-^^) - 1 -Tf^yfyjjZutflr^* KO. 
5gc:2- (4 - r V * =rtvy- =./u) ^r^p - h ^—y^/^-T— 

ho. 6 9 gzmmmi tmm<D^xRjt^^, mm(Dm^m^n^tz(Dh3 

0%m.m-4 y7uAy-/uxi&mi&t LX (S) -N- (l- (2- (4-h 
!)7^n^f;V7x^) ^7VU) t°n y C/>-3 --f/i^) - l ~T¥-?y$ 
ytuvffs^^ YWk^ 1 / 2 TkfD^ 0 . 5 1 gSrtUfcc i,#,2 1 4-2 1 5t 

(S) -N- (t'n y v?y-3-^/u) - ! -7^-rV^>^/l.#dr1h5 Kl . 
0 g i 2 - (4 - y7 7 7x-;U) if/i/p - F/Uxy^/^f - i , 2 g & 
T ir h - h y /H ligfi? L , £tS£7> y [7 A £jjp £ T 7 0 °C 5 D^M-Mf L fz e 

%fc&T'&. mm^m±xm^ txnbtitzmm.{mm^y-^^m^xm^m. 
fcxikftLfz-. m&zffl±x ! g£Lxm btitzm&*yv ^^7^^ n-r h 
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S>*lfc8liHlI PE^P^LT^aiLf^ H B B ^ilggxL, (S)-N- (l -(2-(4 
->7;7i=//) = *vU) t'n — 1 — T $ V13 Atifc 

Kl. 1 g £f§/c c 1 0 4 ~ 1 0 5 °C 
HJiEff'j 7 

(S) -N- (1- (2- (4-y77 7i^) ^/P) fc°ay^>-3- 
(S) — N— (1- (2- (4-7v/7 7i=/0 ^/U) t'nij^>_3_ 

m&m 8 

(S) — N— (t°ny v=>_ 3 -^yu) - 1 -7^vy^>^>f 
^*f*T-Stt$-lr, (S) -N- (1- (2- (4-yn^7z^) m^/u) f 
IQfcff'l 9 

(S) -N- (t°n y v>-3-^/U) - 1 -7*>>*>#/U*>+?-.; K 0. 
5g«t2- (3-7/Utn7x-/l.) xf;u p - h/bxy^/ktt- h 0. 59 
g£3l»j6 kmm<D&ftX*Jxfc£l±, (S) -N- (1- (2 - (3--7;U*n 

0 • 2 2 g i,fi,8 7-8 9 C C 

Mt&m i o 

(S) -N- (t'D!Jy>-3-^U) -l-7^7>^^t; KO. 
5g£2- (2-7/^o7x^) -^/u p - hQ 59 

g£3?»j6 ilBJ«0^-CSfS$-dr, (S) -N- (1- (2 - (2-7^^-n 
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0 . 2 2 g vntz 0 nAM. 1 0 6 ~ 1 0 8 C C 

mm 1 1 

(S) — N— (f n V _ j _ T y ? y ^/Istf*^ * KO. 

5 g t 2- (3 - h U 7/Utn^f/U7x-^) xf;U p - ^ > * /U^ — 

k o. 6 9 g &mmm 1 £ mtm&ftx-Rfcz-t. mm(o^m^n^tzcoh3 

0%«i-fy7'D/N7-/K«Ht (S) — N— (1- (2- (3-h 
y7^n^^7x = /k) xf;i,)'t'ny-;y-3-^i,) _ i - T y~, y p 
^U^yfs*-*)- x KtS&:£ 1 Tkft^ 0 . 4 4 g v%tz a fife.6 1 6 0 ~ 1 6 3 °C 
1 2 

(S) -N- (t°P U -y>-3-yf/U) - l -7^V>^y# /U #>.^ $ Ko _ 
5 g £ 2 - (2-MJ 7/l/^n^^7x^^) ^^/p p - b/l^>^/U*-7-— 
f* 0 . 6 9 g 1 t mm<D£ttX*fcfc£lt. f5]tI(7)^^LFl^fTo frO^ 3 

0 1 «-^y7 , a/V-/^MHt (S) -N- (1- (2- (2-h 
!J7Hn>f^7x-^) ai^/W) fn ]) i/y- 3 -^/W) - 1 - T ?V * 
^77 /U^>ir 5 K&S£ift 1 it&m 0 . 4 4 g e^#£ fl a.& l 2 7-1 2 8 C C 
HfttEff'll 3 

(S) -3-75/-1 --<>^/Ufn y i o g t h V ^^/UT i > 2 4 
m 1 &DMF 1 0 0m 1 IwjgtfU tR^TT^: 1 -7^>?y*^ =/ n 
2 . 4 g £flq * fe s ^ j&T— Bfcif # L , ®JE T*gf £ L/-gd*> dStS^ 

ts>f iVjiy u-? V V 7 ~7 4 — (Cf^t L % ^noMA:^ /— /U= 3 0:1 

^ffi^^riflgLr--, ionfcfMCl p E vlWz.Xffitti Ltz'&M,&mm U (S) 

-N- ( 1 -- <>y/Ut°n y i/y- 3 ->f/U) - ] -r ?V > ^ >#/U,1t>-tf ^ 
K 1 4 . 8 g &'#fc 9 i,fi.l 3 0-1 3 2t 
^JjfcfEl 1 4 

(S) — N— (t 3 n y v>-3-^/U) - l -T^V>^y*/U7n>-7-? K0. 
3 8 g £ 3 -yn-^D t-/U^>if> o . 3 7 g £HS£f?iJ 1 £ 
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S-fr, (S) — N— ( 1 - (3-7i-/^n fc°/p) t c n y 3 -^./u) - t 

-7^>^> ^/^>1f $ KO. 1 2g*#t 0 ».*t 1 1 8-1 2 0°C 
IQ&ff'll 5 

(S) -N- (t°ny^>--3-^) - i-T^>^>^7^>-tr$ KO. 
5g£3- (4-7^tn7x^/U) t°A- p - h /tx> 0 9 
2 g ^«^j6«Jrf5]|I^^T^^^ (S) -N- (l- (3- 
D71 ^) fc°ny^>- 3 -^) -l-T^V^>#,u*>f- 

S K 0 . 1 5 g &ftfc 0 i*H4-115t 
gOfflfftJl 6 

(S) -N- (t 1 nyy>-3- /f ;| / ) _ j -r*V>*>#/U;K*-fr$ KO. 

g*^lfi^6tPfi|©^T-Sf£:$-lf:, (S) — N— (1 - (3 - (4-*nn7 
7°n t Vb) - 1 -7^>*>*^#*tJ-* K 

0 . 2 6 g ?rt#rr 3 fife.& 1 1 7 ~ 1 l 9 C C 
Jill 7 



(S) -N- (t°ny->V-3-^/U) - 1 -T^V^^/U;}?*-^ K 0. 
3 8gi4-7-a^f^f>o. 3 9glr»i|.l £ Pim<a&f* 
1*\ (S) — N — (1- (4-71=1^/1/) fn y >-> - 3 —T/U) .- 1 -7 
y-?>?>i>^*-+i KO. 0 7 3 g£fcfc c j®*8 2-8 4°C 
1 8 

(S) -N- (K°py v?>-3-Y/U) -l-T^>>^>7J/U,1t>1^ KO. 
5g«t (2, 3-/tKo^f>-2-^M tTAsp-h/l-^X/lsfrT— 

ho. 9 1 ger^f?ij6 kmm<D&ftT~B.fc£^ wwmm'fm^n^tz^-h^ 
o%mm-j yTvty-nsvi&ms&t lt (s) -n- (i- ((2, 3-^t 

77/U*'*1r $ h'mHig. 1 /kfOf&O . 4 5 g Znfz 0 2 4 1 - 2 4 3 S C 
%)&Ml 9 
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(S) -N- (fa \) <Jy- 3 -^f/U) - 1 -7?-?v9 VtHVif^y ^ 
(2, 3-y't Kn^>f>-1-^^) ^ fvU p - j> > ^ £n 

te0J6£|^££>&{$TKJ£$-£, (S) -N- (1- ((2, 
>-l->f7U) *fvU) fnyy'>-3-^^) - i -7*V>^#/Mf*Hf 

HJK&ffil 2 0 

(S) -N- (t°pyyy-3-^f/u) -l-7^v^*/wfJft;Kt 
(1, 2, 3, 4-fh7^ Knf7^U>-l-^^) * ^vU p - h /Ujc> 
^/U^-^- h^jS£fi»j6<5:|g]^<7)^-CS^$^ (S) — N — (1- ((I, 2, 
3, 4 -x h Knf7^ U^- 1 -^/U) p< fvU) t*a y 3 ->f jU) 

-l - r y-ryfyx/UTnz-tfa k*&kj£ 5/4 Am^ntz, fit * 1 4 o - 1 

4 2°C 
3ffr£fr'j2 1 

(S) -N- - i -7^V>^>-?t7/l^>-y-5; p£ 

(1, 2, 3, 4-fh7^ Knt7^l/>-2-^/b) ^^/Up-hA^V 
h^^^,j 6 ^[Bj^^ffCStt^-fr, (S) — N — (1- ((i, 2, 
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>0. 42 gt Fyxf;U7^ 0 . 2 8ml fcJfift^H'l Oml KJgtfU 

*^J£-C©£LT^bnfcSg^(CI PE£/JD;tTtffttiLfc^ B B H £igflxU (S)- 
N- (1- (2- (4-7/^D7i=^) — T'/l') fc°n!)yy-3-^/b) # 
/L ,Ay-/u- 9 c K0- 3 8 g ! 0 7 ~ 1 0 8*C 

ni&m 7 3 

*6ffc2, 2 - v (2 -f-^^/U) Tir^/PO. 6 7 g t (S) -3-7;y- 
1- (2- (4-7;Utn7x-/b) ai^/U) fpy^o. 42gr^5 
3 £|f^<a&{4=T-££$-ti\ (S)-2, 2-^ (2-^^-/U) -N- (1 - (2 
- (4-7/Uxr=7i-/b) /u) t"n 1; 3 -yf/p) T-ir^KO. 2 

gill/!:, fit* 9 6-9 8"t 

n^m 7 4 

41ft 2, 2-f* (2-7^tn7i = /U) 7tfyl/0. 74g> (S) -3 
/ - 1 - (2- (4-7/Vtn7i-/b) 3. t°nyv-'>0. 4 2g 

£3»J5 3 ^IfDKtf^^, (S)-2, 2-t'7(2-7/VtD7x 
-/U) — N — (1- (2- (4-7/^37;^) Jc^/P) t , n|j^-3- 
>f/l') * 5 KO . 2 9 g &i9fc c ^.1 0 7- 1 0 8°C 
SUfifcfflJ 7 5 

#Lffc2, 2-C^. (2-^f^7x-/l/) Tir^/UO. 7 4 g £ (S) -3- 
T^y-l - (2- (4-7Hd7i^) ai^/U) t*nyi/>o. 4 2 g £ 
l«'J 5 3 i |n]BSca&{t--CK£ $ it, (S)-2,2-f7(2->f/l,7i=/l,) 
-N- (1- (2- (4 -7/U?l-n7i-/U) t'D^; : y-3 — ( ,u) 
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Tlr^KO. 1 3 gZWftz 0 0 8~ 1 1 0°C 
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7 6 

SSffcl -Ty-*l/5l/X/\'7 j =.frt (S) -3-T^y-l - (2- (4- 
(S) -N- (1- (2- (4 m^/u) fc'n y 

H%ffj7 7 

4ft-fk*i -7?Ti/9'yxA'fc=>fl'b (s) -3-r^y-i- (2- (4-7 

/U^n7 = =/u) =*/u) t'n )) S 3 £H«<&&frT?£j£$ii\ (S) 

-N- (1- (2- (4-7/Vtn7 = ^) —7" AO t 3 - y v-V- 3 ->f /U) 
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m&m 7 8 

&{t2-t*^?u [2. 2. 2] *9 9*sUAstf=.A,k (S) -3-7;7- 
1- (2- (4-7^tB7s=^) t°n y ^y%H^i]5 3 irPj^O 

(S) — N— (1- (2- (4-7^n7is^) fc° 
_2-t'->^n [2. 2. 2] * ^>tM/7}?*-»K K£ 

Hlfegl] 7 9 

iftftl -Tf fc'v^n [2. 2. 2] *?fy-3-*A'tf=iA>k ( S ) -3 
-T 5: 7 - 1 - (2- (4-7/^n7z^) ^fvU) fn y ; J>%'M3fe$\\5 
3b¥l%k<D0kft'?EJ&£l£* (S) — N— (1- (2- (4-7/l/tn7x^l/) 
^/U) t°n y f/l-) -l-7f f.^ 12 [2. 2. 2] ir>7$^- 

HJfiffj 8 0 

4£{fcl -Tif IT^o [2. 2. 2] ^^-1 -^vK-3-#/Wfe 
(S) - 3 -T 5 7 - 1 - (2- (4 -7^tn7i^) ^y-./V) t°n y 
v>^:^5ffi^j5 3 £[5j&tf>&ftTKj&$-a\ (S) -N- (1- (2- 
^-n^i-/U) i^/i/) t° n y^v-3-^7l^) - 1 -Tiffv'^n [2. 2. 
2] ^-^^V-l-^^K-3-^/I^^>f-^ K&»fc„ 
H%sffij8 1 

&{k¥is?B [2. 2. 2] ^^-l -tf/M-C^t (S) -3-7^; 
-1- (2- (4-7/^n7x-;U) mf-,u) t 5 u y 5 3 £ 13$ 

O&ftVBU&Zits (S) -N- (1- (2-.(4-7/^n7x^) xf^/) 
t°n y i»-3-xT/U) -t'^n [2. 2. 2] ^ * >- 1 -7J/U*>f- * 

mt&rn 8 2 

mtl-T*f±*~y?u [2. 2. 2] ^^>-4-*/U#=/l/t (S) -3 
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(2- (4-7;^n7x=;l') ^fvU) fn «J v=> 5 
3i™(O^T'Sf£:$-fr, (S) — N — (1- (2- (4-7^B7i = ^) 
^/U) [ 2 . 2. 2] 

I^SEH 8 3 

i£ft:i-7tr't-v^D [2. 2. 2] 1 K-4 

(S > (2- (4-7/^n7x^) = ?vU) t°n y 

> ; >£30£tf'j5 3t®m<7)£ftVfcfc£-£^ (S) — N— (1- (2- (4-37/1, 
^-n^^-zu) ^/U) t-py v=>-3-^/L.) - l -TWis? u [2. 2. 
2] *??y- 1 K-4 -7J/U^>-y-5 K£f§fc„ 

H»J8 4 

3-T1ftv^n [3. 2. l] *??^t (S) -3-T5/-1- (2- 

(S) -N- (1- (2- (4-7/^n7i = /U) ^tvU) t°nyi/>- 
-3-7-iff^^a [3. 2. 1] ***>-3-#^#*-»rs K£ 

35JS£gi|8 5 

8-T-if f->-^ n [3. 2. 1] irttVt (S) -3-7^7-1- (2- 

£i±. (S) — N— (1- (2- (4-7/^D7x^) i^/U) fni/i/V- 
3 -J A,) -8-T-?eis?n [3. 2. 1 8 -tf/M?*?-* K£ 

Hfisgi|8 6 

i&ftl -T-tfT^V>^y-4 -77/U*'-/U£ (s) -3-7^_j_ (2 
(S) -N- (1- (2- (4-7/l^tD7i=^) ^^/U) fpyi?> 
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7 

iM.{kl-T-?Ty-?y?>-l-j-*ish'-4-$/^#~/\sb (S) -3-7 
^7-1- (2- (4-7/^n7i^) =Z7-/i<) t°nyi?y|:*gfj5 3 £ 
TOcD^-eSJ^^^:, (S) -N- (1- (2- (4-7^tn7x^) if- 
)V) t'nyv?>-3-^^) -l-7f7^y^y-i-t^>K-4-*/v 

Hjjfeff'l 8 8 

1, 4-v?7f MJ^n [4. 3. 1. 1 (3, 8)] ^yf^y^ (S) - 
3-T5/-1- (2- (4-7/l'?n7 = ^) tfn y s sl/%:%fflfc 

6 9 mm^^-CS^-fr, (S) — N— (1 - (2- (4-7;^n7x=;l/) 
-^/U) t°ny^y-3-^^) -1, bV is? v [4. 3. 1. 1 

(3, 8)] 4 * F%'&t- 0 

HJfcffl 8 9 

1, hy^^n [4. 3. 1. 1 (3, 8)] 1 -Jr* 

'>K£ (S) - 3 — T 5 7-1- (2- (4-7/^n7x^) -^yu) t°n 

y it^zmmte 9 .t^w^-c^^^ (s) -n- (1- (2- (4-7 

/M-n:7i-/u) t'o y i/v-3-^yU) -l, 4 -^Tlf' K y n 

[4. 3. 1. 1 (3, 8)] ZlsT'Uy- 1 -«-^K-4-^7/k#>lT5: K£ 

usafli 9 0 

ifi-fbl -71?- 5-^^/PTyV^^>--3-^/U^-;Ui: (S) -3-T 5 
7-1- (2- {4-y^wuy~=L/V) ^fvU) fn y ^>^^S£0ij5 3 
♦£<£>£{£T-K^ $ -g\ (S) -N- (i - (2- (4- yiviru -7 a ^/u) 
t^Dyy- 3 - 1 -Tif- 5-^/ut^>?^-3 -#/w-£>ir 

UMI 9 1 

46ft 1 -Tif- 5-^f^7^y? >- 1 -2j-dfi/K-3-*/u#=i/ui: 
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(S) - 3 -7 ^ 7 - 1 - (2- (4-7^a7x^) o^/U) f n y i/> 
Sr^i£<?ij5 3 iPJ^O^^T-SJ^^-fr. (S) -N- (l- (2- (4-7/U*n 
■7^-,V) ai^/u) fnyi;y-3_^^) - 1 - 7 If - 5 - * ^/U7 
>- 1 K— 3 -7J/U;ft>-tf- 5 h'&&1t„ 

M&M 9 2 

2-7f7^vy^vi ( S ) -3-75/-1- (2- (4-7^n 7 x 

rc^/u) tny is^&mmW 6 9 t mm<D&ftT'EJ& ( S ) - N - ( 1 

- (2- (4-7/^n7i = /l/) ^^/U) t°n y -»-3 _^^) _ 2 — 

HJfeffll 9 3 

1, 4-v ; 7ift'v^a [3. 2. 1] 7T?9^b (S) -3-7*y-l- 
(2- (4-7Hn 7x = *) :r^/U) t-ny^^^^gnje 9<t(5]^CO^ 
(S) -N- (1- (2- (4 -7/^D7x=/U) i^vu) t°py 
^^-3— -1, 4-v : 71ff '>^n [3. 2. 1] * >- 4 -77/U 

Hfiag*! 9 4 

1, 4 -v-"7-!f t-->? n [3. 2. l] Jr? 9 V- I Yb (S) -3 

-75/-1- (2- (4-7/l/tD7i = ;l-) J^/l") fn y v^^HJftatfiJ 6 
9tl5l«^#-CSX&$-fr, (S) — N— (1- (2- (4-7;l,tD7i^) 
= ?vu) t'nyy>- 3 -^/>) -i, 4-v71ffv'^P [3. 2. l] ^ 

3&8£ffi| 9 5 

^4-^^/U^r^^ y v^-S-TJ^^-zU^ (s) -3-7? j - i _ ( 2 
- (4-y/^uy^-,u) i^/u) fny-^»|5 3^|5li(Difn'S 
JtcF-fr, (S) — N— (1- (2- (4-7/^n7i^) t'n y i/y 

-3 — f/V) y v=>-- 3 -77^*>-tf- ? K£®fc„ 

HftSffl] 9 6 
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m,{tA-*=1->V*%Z y i/>-l-yj-*i/h~-3-D;m=z^t (S) -3- 
(2- (4-7;^n7i = /l/) x-f-fr) t° n ]) i/ y £ % j&gifljj 5 3 
tmmcD^X'KJt^, (S) — N— (1- (2- (4-7/^D7i^)x 

Ht£W 9 7 

ififk*^^y^>-2-*/UjK=^t (S) -3-T5/-1- (2- (4- 

7/ ^ D7 -^ tr°°y^>^^Wl5 3^(5]^<Z)^f1:TS^$-{t, 

(S) -N- (1- (2- (4-7;^D7i=^) t°nyv?>-3_ 

^JfefflJ 9 8 

iM.{t*x? V l -ir^riy K- 2 (s) - 3 -r?/-i 
- (2- (4-7^jn7x^) ^/t^) t°n y ^^^H^j3F,j 5 3 ^fg]^^ 
ftT-aS$-tt (S) -N- (1- (2- (4-7/^o7i=^) f p 
^ U v*^- 1 -^-dr^> K-2 -*/U,1t>f-^ K£#fc 0 

^Jfeff'J 9 9 

3 y >>>> (s) -3-r^y-i- (2- (4-7/^07 

?Uv?>-3-^) -3- ((S) -1- (2- (4-7^n7^-/P) mf- 
HJfeff'l 1 0 0 

3-T5/**? y i -*-*>K£ (S)-3-7;/-l-(2-(4 

-7^o7x-/U) ^/U) fn y v>^^«6 9 tmm<D^X^^. 
1- 'J vV- l -ir*'y K- 3 -f/U) -3 - ((S) -1- (2- (4 

-7/^D7xx/b) hl^/u) t°n y 3 -J>V) V^T^ntZo 

%fom i o i 

mt\-Ty-?ls?>*>l,74->l'b (S) - 3 -T$y-l- (2-7s = 

63 

BNSOOCID: <WO_0026186A1_I_> 



WO 00/26186 



PCT/JP99/06002 



hm^i i o 2 

i£ft 1 -7^>^>^;^t-/ui (S) -3-757-1- 
ai^/U) t°n y v^£3y£flj5 3 £™o£ttT'K]£$-£, (S) -N- (l - (2 

HflBffil 1 0 3 

&<t2-\?i/9n [2. 2. 2] ir ^ ^ 1^=.^^ (s) -3-7;/- 

1- (2-7i=/n^) ^° ] Jiy>^mmm5 3tmm(D^X'i^jt^-±, 

(S) -N- (1- (2-7i^/Hf/b) fnyi;>-3 — f/u) -2-h'-> 
*n [ 2 . 2. 2] ^^TJ/U^-fM KS:ftfc 0 
HflSffil 1 0 4 

-Tiffin [2. 2. 2] 3j-^^^-3-*/U#=/U^ (s) -3 

S^eit, (S) — N— (1- (2-7i^^xf;v) t J P y v>- 3 - 
1 -Tiffin [2. 2. 2] ***^-3-;fr/U,1?*lJ-$ K£&fc 0 

n^fegy 1 0 5 

fflftl -T-f Xistn [2. 2. 2] * >- 1 h'- 3 

(s) -3-75/-1- (2-7*=/n^) f B y ^^mmms 3 

£fflt3tofc#-C*£ifc$-t*: % (s) -N- (1- (2-7*=/i^f-^) t°n y 

- 1 -T1ff->^p [2. 2. 2] Jr'J?)/- 1 K-3- 

Hifegil 1 0 6 

mt'-**s9u [2. 2. 2] JrWs- 1 -#/U#=/u£ (s) -3-7;y 
- 1 - (2-7j-^x^) t"n y is>Zm&M5 3 <^mcD£ftT^/££ 
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(S) -N- (1- (2-7x^;Hf;l/) fn V 3 - «f/U) -fVy-n 

[2. 2. 2] 1 -#/U,-K*-»f* K&^fc 0 

Ht£gi| 1 0 7 

Effcl -7 If fcV? a [2. 2. 2] ***>-4-;fr/M?=/U£: (S) -3 
-7 5/- 1- (2-7ai=i^3i^/U) fny^fc^ssi^^ 

(S) — N— (1- ( 2 -7 - -/Ujdc^vU) t°n y v 5 ^- 3 -xf/u) _ 
l-71ft^>^D [2. 2. 2] 4 K£&fc 0 

1 0 8 

mtl-T-ft*U?u [2. 2. 2] -**->K-4-#^,1?= 
^£ (S) -3-75 /-l- ( 2 -7^-/^^;U) fn yi?>^||jg0ij5 3 

crf5]ti(D^f^T'^^-fr, (s) -N- (1- (2-7x^xf;i.) t'oy^v 

-3-^/U) -1 -Tiffin [2. 2. 2] ^ * l K- 4 - 

H»I 1 0 9 

3-71ft^>^n [3. 2. 1] lr??>b (S) -3-7?y-l - (2- 

7i=tof/u) fp y v^H^je 9irP«o^T*S(S$-fr, (s) -n- 

(1 - -3-7f fy^n [3. 

2. 1] 3 K&ftfc 0 

HJ&ff'j 1 1 0 

8-7f^n [3. 2. 1] ^^^i (S) -3-75/-1- (2- 
^-./UaL^/u) t^n y v>>£H»j6 9t[5lt|©^T^^^ (S) -N- 
(1- (2 -7 = = /loi?vU) -8-71fK*->*o [3. 

2. 1] ^-i7^>-8-7J/U^>-^5 K£#fc e 
1 1 

&ffcl -T-fT 4 -ijiVif^jVt (S) -3-7?;_!_ ( 2 

-^i-zu^^/u) t°ny^>^^^j 5 3 £[^<D»Tra£$^ (S)-N 
- (1- (2-7:c = /U;r?-/U) t°D y 3 -^/u) 
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mt&m 1 1 2 

1 -TlfTy-r^?^- 1 K- 4 -TJ/Utf'^/l^ (S) -3-7 

(2-7^,U^,u) t°ny^^^H^j5 3<i:|5]tic7)^^ T ^ 
(S) -N- (1- (2-7xn/Uxf;>) t°n y 3 -^^) _j_ 

Hi£gi|l 1 3 

1, 4-vT-tf i/^D [4. 3. 1. 1 (3, 8)3 t>7*#>£ (S) - 
3-75/- 1- (2-7i=;Hf^) t°ny^>^^^,j 6 9^1=).^^ 
T-£/££-t± x (S) -N- (1- t° n y 3 _^ ;U ) 

-1, 4-v;7f hy^c [4. 3. 1. 1 (3, 8)] ^^^-4-^ 

HSfefll 1 1 4 

1, [4. 3. 1. 1 (3, 8)] H7>7=^>-1-^ 

~>K> (S) -3-7^-1- (2-7x=;H^) fo y ^> 6 
9 £l§]fc<Z>&{$T-£j£$-ti\ (S) — N— (1- (2-7i = /H^) fny.>* 
>-3-^/U) -l, 4->'7f hy^n [4. 3. 1. 1 (3, 8)] 

1 1 5 

Jfiffcl ~T1f-5-^^/PT^V>^>-3 -^/Uxlf-zu^ (s) -3-7-^ 

i*\ (S) -N- (1 -. (2-7 = =/H^/u) f P i|y>-3 — ( /U) - i — y 
if - 5 - ^r^7^Vy^>- 3 -#/U*>-^ K£&£ 0 
^Jfeff'l 1 1 6 

£ffcl -7f-5->f;U7fTy^>- 1 K- 3 - #/M?=/u£ 

(S) -3-T5/-1- (2-7 I= A,i^) t c °y> : >^«CT5 3«!rf5i 
(S) — N — (1- (2-7x=/Hf;>) fn y 3 
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—f yu) - 1 -7 If- 5 - ^ f/U7^^^>- i K- 3 -^7/^>f- 

Hfegij 1 1 7 

2-T1fT^>*^ ( S ) -3-T^y-l- (2-7^/1^^) f 

BVi?>&nmw6 9kmm<D&ftv5ifczit> (s) -n- (i- ( 2 - 7l = 

SUSSffiJ 1 1 8 

1, 4-VT-fr*>?n [3. 2. 1] * (S) - 3 -T * / - l - 

{2-7^-;v^,v) t°oy v>>^^^,j 6 9i:IBl«o*^-CSfl?S^ (s) 
-N- (1- ( 2-7ir/Hf^) t°ny^^-3 — _ lf 4 _- TlF 
t-^n [3. 2. 1] t^>-4-Wtum, 

mmm 1 1 9 

1, \f*/9u [3. 2. 1] *9 9^-\-***sYk (S) -3 

(2-7i-/^f;U) fn y v>£H»j6 9 irl^fitfJ&ftT* 
(S) -N- (1- (2-7s = /Hf/!/) t°n y 3 - 

1, 4-y'7f f-^D [ 3 . 2. 1] lr??^- \ -ir**y K- 4 

l£%ff'J 1 2 0 

lSft4-^7 : ./u^^ y v?^- 3 -^/u^-^^. ( S ) _ 3 _ T5 j _ 1 _ (2 

-7^-,\szsl*-,-„) t°u v is>*nm>\5 3 tmmcnmx-jxJtZit, (s)-n 

- (1- (2 - 7 = fn y >>> - 3 -4 ,v) - 4 _^^ /U ^^^ y) 

H»f 1 2 1 

i&fU-^/^*? ^y>-l -^f-dr^K- 3 -TJ/l^rwl^ ( S ) -3- 
Tiy-l- (2-7z=^x^) t=ny^>^^^j5 3<t p,^^ (4:TS 
(S) — N— (1- (2-7 = = /U:n?vU) t : D|Jy>-3-^^) _ 4 
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-/ =r>v%% ? y yy- 1 -Jr*is K— 3 5 K&&fc„ 

HJfeffl) 1 2 2 

V 1 J>-2-U^~/^t (S) -3-757-1- (2-7xn 
,v^,V) fn y iS^zmi&W5 3tm&(0&i4re&fcZit s (S) -N- (1 - 
(2 -^-yu-^u) f n y v?^-3->T^) y i?>—2-#/M?:fr 

l^fef*! 1 2 3 

ififfc*** y 1 -:tf-3f«> K- 2-*^/1f=/ui (s) -3-7$;-i 

- (2-7^^^/U) fn y v-V^^0ij5 3 ^tfScD&f* (S) 
-N- (1- (2-7i-;!,xr/U) fn y v>- 3 -J/V) -^^^ijyy- 
1 -^v" K— 2 K£#/i 0 
HffigH 1 2 4 

3-7;y^^y^i: (s) -3-7^-1- (2-7 ==/n^/u) 
fn y v^HJjgtfiJe 9 £[^©&f*-CR££-£, 1- (^^^-3-^ 
A') -3- ((S) -1- (2-7 = =./Uai^-/U) t°n y 3 -^,u) ^7 

HtfefliJ 1 2 5 

3-7;y^5?^y>-i-^yK^ (S) -3-75/-1- (2-7 
Vi?y-l-**isb'-3-4») -3- ((S) -1- (2-7x^x^) 
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xfi-73Ut:*L<ffiQL1z<Dt>. —=r 2 SETHI* Ltzxa-uM k£<S& 
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